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* Welcome to STN International *********■> 

Web Page for STN Seminar Schedule - N. America 

CAS patent coverage to include exemplified prophetic 

substances identified in English-, French-, German-, 

and Japanese-language basic patents from 2004-present 

MARPAT enhanced with FSORT command 

CHEMSAFE now available on STN Easy 

Two new SET commands increase convenience of STN 

searching 

ChemPort single article sales feature unavailable 
GBFULL now offers single source for full-text 
coverage of complete UK patent families 
Fifty-one pharmaceutical ingredients added to PS 
The retention policy for unread STNmail messages 
will change in 2009 for STN-Columbus and STN-Tokyo 
WPIDS, WPINDEX, and WPIX enhanced Japanese Patent 
Classification Data 

Simultaneous left and right truncation (SLART) added 

for CERAB, COMPUAB, ELCOM, and SOLIDSTATE 

GENBANK enhanced with SET PLURALS and SET SPELLING 

Patent sequence location (PSL) data added to USGENE 

COMPENDEX reloaded and enhanced 

WTEXTILES reloaded and enhanced 

New patent-examiner citations in 300,000 CA/CAplus 
patent records provide insights into related prior 
art 

Increase the precision of your patent queries — use 
terms from the IPC Thesaurus, Version 2009.01 
Several formats for image display and print options 
discontinued in USPATFULL and USPAT2 

MEDLINE now offers more precise author group fields 
and 2009 MeSH terms 

TOXCENTER updates mirror those of MEDLINE - more 
precise author group fields and 2009 MeSH terms 
Three million new patent records blast AEROSPACE into 
STN patent clusters 

USGENE enhanced with patent family and legal status 
display data from INPADOCDB 

INPADOCDB and INPAFAMDB enhanced with new display 
formats 

EPFULL backfile enhanced with additional full-text 
applications and grants 
ESBIOBASE reloaded and enhanced 



NEWS EXPRESS JUNE 27 08 CURRENT WINDOWS VERSION IS V8 . 3 , 

AND CURRENT DISCOVER FILE IS DATED 23 JUNE 2008. 



NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 8 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************** STN Columbus *************** 



FILE 'HOME' ENTERED AT 09:57:31 ON 18 MAR 2009 



=> file reg 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.22 0.22 



FILE 'REGISTRY' ENTERED AT 09:57:47 ON 18 MAR 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2009 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 16 MAR 2009 HIGHEST RN 1122148-13-3 
DICTIONARY FILE UPDATES: 16 MAR 2009 HIGHEST RN 1122148-13-3 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 9, 2009. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . or g/ support /stngen/stndoc. /properties .html 



=> 

Uploading C:\Program Files\STNEXP\Queries\10555712 proline. str 
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chain nodes : 
7 8 9 10 
36 

ring nodes : 
1 2 3 4 5 
chain bonds : 
1-7 4-20 7- 
14-32 15-16 
ring bonds : 
1-2 1-6 2-3 
exact/norm bonds : 
1-7 7-8 7-9 7-10 
18-20 18-21 18-35 
exact bonds : 
4-20 11-12 12-13 
normalized bonds : 
1-2 1-6 2-3 3-4 
isolated ring systems 
containing 37 : 
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LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

Structure attributes must be viewed using STN Express query preparation. 



=> file caplus 



COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
0.48 



TOTAL 
SESSION 
0.70 



FULL ESTIMATED COST 



FILE 'CAPLUS' ENTERED AT 09:58:06 ON 18 MAR 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 0 09 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 18 Mar 2009 VOL 150 ISS 12 
FILE LAST UPDATED: 17 Mar 2009 (20090317/ED) 

Caplus now includes complete International Patent Classification (IPC) 
reclassification data for the third quarter of 2008. 

CAS Information Use Policies apply and are available at: 

http : / / www . cas . org /legal / inf opolicy . html 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s LI SSS full 

RKGlstRY INITIATED 
Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



FULL SEARCH INITIATED 09:58:10 FILE 'REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 80 TO ITERATE 

100.0% PROCESSED 80 ITERATIONS 7 ANSWERS 

SEARCH TIME: 0 0.00.01 

L2 7 SEA SSS FUL LI 



L3 2 L2 

=> d ibib abs hitstr 1- 

YOU HAVE REQUESTED DATA FROM 2 ANSWERS - CONTINUE? Y/(N):y 
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ACCESSION NUMBER: 2004:996120 CAPLUS Full-text 

DOCUMENT NUMBER : 141:411225 



TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 
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PATENT INFORMATION: 



Preparation of peptidyl HIV prodrugs which are 
cleavable by CD26 

De Kock, Herman Augustinus; Wigerinck, Piet Tom Bert 

Paul; Balzarini, Jan 

Tibotec Pharmaceuticals Ltd., Ire. 

PCT Int. Appl., 53 pp. 

CODEN: PIXXD2 

Patent 

English 

2 
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MARPAT 141:411225 




AB The invention provides new prodrugs which are conjugates of a therapeutic 
compound and a peptide which are cleavable by dipeptidyl-peptidases , 
preferably by CD26, also known as DPPIV (dipeptidyl aminodipeptidase IV). 
Prodrugs I [n is 1-5; Y is proline, alanine, hydroxyproline, dihydroxyproline, 
thiazolidinecarboxylic acid (thioproline) , dehydroproline, pipecolic acid (L- 
homoproline ) , azetidinecarboxylic acid, aziridinecarboxylic acid, glycine, 
serine, valine, leucine, isoleucine or threonine; X is a D- or L-amino acid; X 
and Y in each repeat of [Y-X] are chosen independently from one another and 
independently from other repeats; Z is a direct bond or a bivalent straight or 
branched saturated hydrocarbon group having from 1 to 4 carbon atoms; Rl is 
aryl, heteroaryl, aryloxy, heteroaryloxy, aryloxyalkyl , heterocycloalkoxy , 
heterocycloalkylalkoxy, heteroaryloxyalkyl, heteroarylalkoxy ; R2 is arylalkyl; 
R3 is alkyl, alkenyl or cycloalkylalkyl ; R4 is H or alkyl] and their 
stereoisomeric forms and salts are claimed. Thus, peptide conjugate II (Val- 
Pro-PI 1) was prepared via peptide coupling reaction and studied biol., e.g., 
its conversion to the parent drug PI 1 in human or bovine serum. 

IT 79.1071-78-8P 791072-82-4F 791071-83-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of peptidyl prodrugs which are cleavable by CD26) 
RN 791071-78-8 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -3- [ [ [4-[ [ [ [ (2S) -1- [ (2S) -2 -amino-3 -methyl- 1- 
oxobutyl] -2-pyrrolidinyl ] carbonyl] amino] methyl] phenyl] sulfonyl] (2- 
methylpropyl ) amino] -2-hydroxy-l- (phenylmethyl ) propyl ] -, 

(3R, 3aS, 6aR) -hexahydrof uro [2, 3-b] furan-3-yl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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RN 791071-82-4 CAPLUS 

CN L-Prolinamide, L-a-aspartyl-N- [ [4- [ [ [ (2R, 3S) -3- [ [ [ [ (3R, 3aS, 6aR) - 
hexahydrof uro [ 2 , 3-b] f uran-3-yl ] oxy ] car bony 1 ] amino ] -2 -hydroxy- 4- 
phenylbutyl] ( 2-methylpropyl ) amino] sulfonyl ] phenyl ] methyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 791071-83-5 CAPLUS 

CN L-Prolinamide, L-a-aspartyl-L-prolyl-L-lysyl-N- [ [4- [ [ [ (2R, 3S) -3- 

[ [ [ [ (3R, 3aS, 6aR) -hexahydrof uro [2, 3-b] furan-3-yl] oxy] carbonyl] amino] -2- 
hydroxy-4-phenylbutyl ] ( 2-methylpropyl ) amino ] sulf onyl ] phenyl ] methyl ] - ( 9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of peptidyl prodrugs which are cleavable by CD26) 
RN 791071-77-7 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -3- [ [ [4- [ [ [ [ (2S) -1- [ (2S) -2- [ [ (1, 1- 
dimethylethoxy ) carbonyl] amino] -3-methyl-l-oxobutyl ] -2- 

pyrrolidinyl ] carbonyl] amino] methyl] phenyl] sulf onyl] ( 2-methylpropyl ) amino] 
2 -hydroxy- 1- (phenylmethyl ) propyl ] -, 

(3R, 3aS, 6aR) -hexahydrof uro [2, 3-b] furan-3-yl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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RN 791071-79-9 CAPLUS 

CN 1-Pyrrolidinecarboxylic acid, 2- [ [ [ [4- [ [ [ (2R, 3S) -3- [ [ [ [ (3R, 3aS, 6aR) - 
hexahydrof uro [ 2 , 3-b] f uran-3-yl ] oxy ] carbonyl ] amino ] - 2 -hydroxy- 4 - 
phenylbutyl ] ( 2-methylpropyl ) amino] sulf onyl ] phenyl ] methyl ] amino ] carbonyl ] - 
1, 1-dimethylethyl ester, (2S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 791071-80-2 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -2-hydroxy-3- [ (2-methylpropyl) [ [4- [ [ [ (2S) -2- 
pyrrolidinylcarbonyl ] amino] methyl] phenyl] sulfonyl] amino] -1- 
(phenylmethyl ) propyl ]-, (3R,3aS,6aR) -hexahydrof uro [ 2 , 3-b] f uran-3-yl ester 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 791071-81-3 CAPLUS 

CN L-Prolinamide, N- [ ( 1 , 1-dimethylethoxy ) carbonyl ] -L-a-aspartyl-N- [ [ 4- 
[ [ [ (2R, 3S)-3- [ [ [ [ (3R, 3aS, 6aR) -hexahydrof uro [ 2 , 3-b] furan-3- 
yl] oxy] carbonyl] amino] -2-hydroxy-4-phenylbutyl ] (2- 

methylpropyl ) amino] sulfonyl ] phenyl ] methyl ] -, 1 , 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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2004:996009 CAPLUS Full --text 
141:411224 

Preparation of peptidyl prodrugs which are cleavable 
by CD26 

Balzarini, Jan 
K.U. Leuven Research & 
PCT Int. Appl., 97 pp. 
CODEN: PIXXD2 
Patent 
English 
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OTHER SOURCE(S): MARPAT 141:411224 

AB The invention provides new prodrug technol. and prodrugs in order to increase 
solubility, modulate plasma protein binding or enhance the bioavailability of 
a drug. The prodrugs are conjugates of a therapeutic compound and a peptide 
(e.g., a tetra- or hexapeptide) which are cleavable by dipeptidyl-peptidases , 
preferably by CD26, also known as DPPIV (dipeptidyl aminodipeptidase IV). 
Claimed prodrugs comprise a therapeutic compound linked via an amide bond to 
an oligopeptide H-(X-Y)n, where X is an amino acid, n is 1-5, and Y is an 
amino acid selected from the group consisting of proline, alanine, 
hydroxyproline, dihydroxyproline, thiazolidinecarboxylic acid (thioproline) , 
dehydroproline, pipecolic acid (L-homoproline) , azetidinecarboxylic acid, 
aziridinecarboxylic acid, glycine, serine, valine, leucine, isoleucine and 
threonine. Thus, Val-Pro-NAP-TSAO, the dipeptide conjugate of the antiviral 
prodrug NAP-TSAO, was prepared and studied biol., e.g., its conversion to the 
parent drug in human or bovine serum. 

IT 791071-82-4 791071-83-5 
RL: PRPH (Prophetic) 

(Preparation of peptidyl prodrugs which are cleavable by CD26) 

RN 791071-82-4 CAPLUS 

CN L-Prolinamide, L-a-aspartyl-N- [ [4- [ [ [ (2R, 3S) -3- [ [ [ [ (3R, 3aS, 6aR) - 
hexahydrof uro [2, 3-b] furan-3-yl] oxy] carbonyl] amino] -2-hydroxy-4- 
phenylbutyl] ( 2-methylpropyl ) amino] sulfonyl ] phenyl ] methyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 791071-83-5 CAPLUS 

CN L-Prolinamide, L-a-aspartyl-L-prolyl-L-lysyl-N- [ [4- [ [ [ (2R, 3S) -3- 

[ [ [ [ (3R, 3aS, 6aR) -hexahydrof uro [2, 3-b] furan-3-yl] oxy] carbonyl] amino] -2- 
hydroxy-4-phenylbutyl ] ( 2-methylpropyl ) amino ] sulf onyl ] phenyl ] methyl ] - ( 9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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C02H 



IT 791071--7S-8P 

RL : BSU (Biological study, unclassified); PUR (Purification or recovery); 
SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Uses) 



RN 791071-78-8 CAPLUS 

CN Carbamic acid, [ ( IS , 2R) -3- [ [ [ 4- [ [ [ [ (2S)-l-[ (2S) -2 -amino-3 -methyl- 1- 
oxobutyl] -2-pyrrolidinyl ] carbonyl] amino] methyl] phenyl] sulf onyl] (2- 
methylpropyl ) amino] -2-hydroxy-l- (phenylmethyl ) propyl ] -, 

(3R, 3aS, 6aR) -hexahydrof uro [2, 3-b] furan-3-yl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



(preparation of peptidyl prodrugs which are cleavable by CD26) 



PAGE 1-A 



H 




PAGE 1-B 




NH2 



IT 



791071--79-9P 791071-80 -2P 



RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of peptidyl prodrugs which are cleavable by CD26) 
RN 791071-77-7 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -3- [ [ [4- [ [ [ [ (2S) -1- [ (2S) -2- [ [ (1, 1- 
dimethylethoxy ) carbonyl] amino] -3-methyl-l-oxobutyl ] -2- 

pyrrolidinyl ] carbonyl] amino] methyl] phenyl] sulfonyl] ( 2-methylpropyl ) amino] - 
2 -hydroxy- 1- (phenylmethyl ) propyl ] -, 

(3R, 3aS, 6aR) -hexahydrof uro [2, 3-b] furan-3-yl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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RN 791071-79-9 CAPLUS 

CN 1-Pyrrolidinecarboxylic acid, 2- [ [ [ [4- [ [ [ (2R, 3S) -3- [ [ [ [ (3R, 3aS, 6aR) - 
hexahydrof uro [ 2 , 3-b] f uran-3-yl ] oxy ] carbonyl ] amino ] - 2 -hydroxy- 4- 
phenylbutyl] (2-methylpropyl) amino] sulfonyl ] phenyl ] methyl ] amino] carbonyl] -, 
1, 1-dimethylethyl ester, (2S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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-OBu-t 



RN 791071-80-2 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -2-hydroxy-3- [ (2-methylpropyl) [ [4- [ [ [ (2S) -2- 
pyrrolidinylcarbonyl ] amino] methyl] phenyl] sulfonyl] amino] -1- 
(phenylmethyl ) propyl ]-, (3R,3aS,6aR) -hexahydrof uro [ 2 , 3-b] f uran-3-yl ester 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 791071-81-3 CAPLUS 

CN L-Prolinamide, N- [ ( 1 , 1-dimethylethoxy ) carbonyl ] -L-a-aspartyl-N- [ [ 4- 
[ [ [ (2R, 3S)-3- [ [ [ [ (3R, 3aS, 6aR) -hexahydrof uro [ 2 , 3-b] furan-3- 
yl] oxy] carbonyl] amino] -2-hydroxy-4-phenylbutyl ] (2- 

methylpropyl ) amino] sulfonyl ] phenyl ] methyl ] -, 1 , 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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